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Please amend the application as follows; 
Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1. (Previously Cancelled) A m e thod for d e livery of a th e rap e utic n e urotrophin to damag e d, 
dis e as e d or d e f e ctiv e neurons in th e mammalian brain, th e m e thod comprising dir e ctly deliv e ring 
a n e urotrophic composition, comprising a neurotrophin e ncoding e xpr e ssion v e ctor, into on e or 
mor e d e liv e ry sites within th e brain; wh e r e in th e neurotrophin is expr e ss e d in a c e ll that is, or is 
in proximity to, a d e f e ctiv e , dis e as e d or damag e d n e uron; and wh e r e in furth e r contact with th e 
n e urotrophin am e liorat e s th e def e ct, dis e as e or damag e . 

2. (Previously Cancelled) Th e method according to Claim 1, wh e r e in th e r e gion of the brain 
containing th e targ e t e d n e urons is th e substantia nigra. 

3. (Previously Cancelled) Th e m e thod according to Claim 2, wherein th e targ e t e d neurons 
are dopamin e rgic n e urons. 

4. (Previously Cancelled) Th e method according to Claim 1, wher e in th e e xpression v e ctor 
is a l e ntiviral vector. 

5. (Previously Cancelled) Th e method according to Claim 4 , wher e in th e neurotrophic 
composition is a fluid having a concentration of n e urotrophin e ncoding viral particles in th e 
rang e from 10* ° to 10 4 4 . particl e s p e r ml of n e urotrophic composition. 

6. (Previously Cancelled) Th e m e thod according to Claim 5, wh e r e in from 2.5 \xl to 25 jil 
of the n e urotrophic composition is deliv e r e d to e ach d e liv e ry site. 

7. (Previously Cancelled) The m e thod according to Claim 1, wh e r e in th e treat e d mammal is 
a human and th e e xpr e ssion v e ctor e ncod e s a human neurotrophin. 

8. (Previously Cancelled) Th e m e thod according to Claim 7, wh e r e in th e n e urotrophin is 
human glial c e ll deriv e d n e urotrophic factor (GDNF). 
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9. (Previously Cancelled) Th e m e thod according to Claim 7, wh e r e in th e human is suffering 
from Parkinson's dis e as e , and th e dis e as e is am e liorat e d by stimulation of growth of 
dopamin e rgic n e urons, 

10. (Previously Cancelled) Th e method according to Claim 9, wh e r e in th e dis e as e is 
ameliorated by r e versal of d e ficits in motor function associat e d with th e Parkinson's dis e ase. 

11. (Previously Cancelled) Th e method according to Claim 7, wh e r e in th e human is 
suff e ring from Alzh e im e r's diseas e , and the dis e as e is am e liorated by stimulation of growth of 
cholin e rgic neurons. 

12. (Previously Cancelled) Th e method according to Claim 1 1, wh e r e in th e diseas e is 
am e liorat e d by improv e m e nt of cognitiv e function whos e impairm e nt was associat e d with 
Alzh e im e r's dis e as e . 

13. (Previously Cancelled) Th e m e thod according to Claim 1, wh e r e in th e n e urotrophin is 
n e urturin. 

14. (Previously Cancelled) Th e method according to Claim 1, wh e r e in th e n e urotrophin is 

15. (Previously Cancelled) Th e method according to Claim 1, wh e r e in th e n e urotrophin is 
NT 4/5. 

16. (Previously Cancelled) Th e method according to Claim 1, wh e rein th e neurotrophin is 
p e rs e phin. 

17. (Previously Cancelled) Th e m e thod according to Claim 1, wh e rein th e e xpr e ssion v e ctor 
is an ad e no associat e d v e ctor. 

18. (Previously Cancelled) Th e m e thod according to Claim 4 , wh e r e in th e lontiviral 
e xpr e ssion v e ctor is HIV 1. 

19. (Previously Cancelled) Th e m e thod according to Claim 1, wh e rein th e neurotrophin is 
expr e ssed within 500 nm of a targ e t e d c e ll. 
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20. (Previously Cancelled) Th e m e thod according to Claim 1, wher e in each direct d e liv e ry 
sit e is no mor e than 10 mm from anoth e r dir e ct d e liv e ry sit e . 

2 1 . (Currently Amended) A method for delivery of a therapeutic neurotrophin to targeted 
defective, diseased or damaged dopaminergic neurons in the mammalian brain, the method 
comprising directly delivering a neurotrophic composition, comprising a neurotrophin encoding 
expression vector transg e ne , into one or more delivery sites within a region of the brain 
containing targeted neurons, whereby the transgene is expressed in, or within 500 jam from, a 
targeted cell, and no more than about 10 mm from another delivery site; and wherein further 
contact with the neurotrophin ameliorates the defect, disease or damage. 

22. (Previously Presented) The method according to Claim 2 1 , wherein the region of the 
brain containing the targeted neurons is the substantia nigra. 

23. (Currently Amended) The method according to Claim 21, wherein the expression vector 
is a lentiviral expression vector. 

24. (Previously Presented) The method according to Claim 21, wherein the treated mammal 
is a human and the expression vector encodes a human neurotrophin. 

25. (Previously Presented) The method according to Claim 24, wherein the neurotrophin is 
human glial cell-derived neurotrophic factor (GDNF). 

26. (Currently Amended) The method according to Claim 22, wherein the treated mammal is 
a human who is suffering from Parkinson's disease, and the disease is ameliorated by 
stimulation of growth of dopaminergic neurons. 

27. (Previously Presented) The method according to Claim 26, wherein the disease is 
ameliorated by reversal of deficits in motor function associated with the Parkinson's disease. 
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28. (Previously Presented) The method according to Claim 21, wherein the neurotrophin is 
neurturin. 

29. (Previously Presented) The method according to Claim 21, wherein the neurotrophin is 
NGF. 

30. (Previously Presented) The method according to Claim 21, wherein the neurotrophin is 
NT-4/5. 

3 1 . (Previously Presented) The method according to Claim 21 , wherein the neurotrophin is 
persephin. 

32. (Currently Amended) The method according to Claim 21 32, wherein from 2.5 \i\ to 25 
(il of the composition is delivered to each delivery site. 

33. (Previously Presented) The method according to Claim 21 , wherein the expression vector 
is an adeno-associated vector. 

34. (Previously Presented) The method according to Claim 23, wherein the lenti viral 
expression vector is HIV- 1 . 
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